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Protein Data Bank（PDB code：１TUP；Science２６５，３４６‐３５５，１９９４）の構造データを基に作成した。
３つのシステイン（黄）と１つのヒスチジン（青）から成る Zinc フィンガー様の亜鉛結合部位の
アミノ酸側鎖を球棒モデルで図示した。この図では，標的 DNA（stick bond 表示）に対して p５３の
DNA 結合ドメイン（緑のリボンモデル表示）が３分子結合しており，亜鉛イオン（赤い球）は DNA
結合面に位置している。
森 田 明 典，氏 田 将 平２５２
の骨髄を鉛で遮蔽防護することによって骨髄死を回避す



















生存率。８週齢の雌性 ICR マウスを使用した。AS‐２は，X 線全身照射３０分前に８０mg/kg 腹腔内投
与した。文献２２）等より改編。
図４：γ 線１８Gy および２４Gy 腹部照射マウスに対する５CHQ の腸死防護効果
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Development of radioprotectors that selectively protect normal tissues in cancer therapy
Akinori Morita and Shohei Ujita
Department of Biomedical Science and Technology, Graduate School of Biomedical Sciences, Tokushima University, Tokushima,
Japan.
SUMMARY
The progress of high-precision radiation therapy in recent years has been remarkable, and it
has become possible to obtain a high therapeutic effect by improving dose concentration. How-
ever, in order to prevent adverse events from occurring in organs at risk, the risks of radiation
injury in the normal tissues still determine the limits of the tolerable dose. Now, it is hoped that
improvement of tolerable dose by a biological modification of radiation sensitivity using some mole-
cular target drugs. Since nearly half of cancer patients have a mutation in the TP５３ gene that
encodes p５３, p５３regulatory agents are expected to exert a selective protection of normal tissues in
p５３‐deficient cancer therapy. We proceeded with the exploration of８‐quinolinol（８‐HQ）deriva-
tives that target a zinc binding site within the p５３molecule, and found several radioprotectors
controlling p５３activity. ５‐chloro‐８‐quinolinol（５CHQ）, which is currently in focus, has a unique p５３‐
modulating activity that shifts its transactivation from proapoptotic to protective responses
including enhancing p２１induction and suppressing PUMA induction. The dose-reduction factors
of５CHQ in total-body and abdominally irradiated mice were about１．２and１．３, respectively. It is
expected to create a new radioprotective agent that can be applied to cancer therapy.
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